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SUBJECT: Irgasan® Dp 300 (Triclosan): Review of g company Tesponse concerning a
chronic féeding/oncogenﬁ:ity study in rats (Accession No. 263791).

DP BARCODE: D209137 - SUBMISSION CODE: $476580
P.C. CODE: 054901 TOX. CHEM. NO.: 168A
‘MRID No.: 42027905

TO: D. McCall, Chemica] Manager
RCAB/HED (7500C) -

FROM: Whang Phang, Ph.D. {/;Lf‘ifj?:qé) % /5 é
 Pharmacologist P
Section I/ Tox. Branch ,I,L/ HED (7509C)

' o slie
THROUGH: James Rowe, Ph.D. \._.;""V M, jzﬂ"" 6!
Section Head ( o

and : 7 7 - ‘
Stephanie Irene, Ph.1). i “7{ \ 74
Acting Branch Chief - Clevfq ¢ | |

Tox. Branch IVHED (7509c

feeding/oncogenicity study in rats as that evaluated by D, McCall, 1 agree with the McCall
evaluation (Attachment) that thjs studv should be upgraded to Minimum_ :

CC: Bonuie Adler/Kathryn Davis, PM Team 52
Special Review and Re-registration Division (75 02W)
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BACKGROUND

ATTACHMERTT , o
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WASHINGT ON, D.C. 20480 . )
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‘ | R : _ OFFICE OF
’ S PESTICIDES AND ToXic
MBAN_MM SUBSTANCES _
SUBJECT: Agency Responses to Irgasan Phase 4 Review Rebuttaj
Comments o . _ S
Caswell No. 186-a HED Project No. 2-0308.
PC Code: 54901 : c_ase-No.: 2340
TO: Napaleon Kotey _
o Product Team 52 . _
Special Review and‘Reregistration_pfvisicn (H7508w)
FROM: - Deborah L. McCall tan@QC z'3-12 ' ~
, Toxicology Branch 1T / Section IIT / . (H7509¢)
' . Ph. fove 2l4hea
THROUGH: James Rowe, ph.p., Section Hea ,
‘ Toxicology,Branch II / Section A / (H7509¢)
' énd '

Marcia van Gemert. Ph.D. ' Branch Chier 5
Toxicolegy Branch'Ir y HED (W7spoc) 77/ w“gé“‘”{
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Adency Comment 4§ 2.

Agency agrees with study author's conclusion that the test
material did not show any Oncogenic effects.
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The incidence of foany macrophages wiil be considered ag an’
incidental finding. = _ '

e c t 6&

eémale rats and nonneoplastic liver
changes (cytoplasmic inclusiong and hepatocellular

hypertrophy) in males of the 3000 Ppm dose group.
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HASE FOUR REVIEW OF REFORMATTED STUDIES

P
(NQTEB: This only contains additions and changes fron the phase 2
responsa.) v :

- Pestjcjde: IRGAsAN

mn&mnﬂ.’wm i0/31/91 Chemicald/Cases: 2340
Iox. Chem #;: 186-A Spongors Ciba-Geigy

CRM: Napoleon Kotey A Ehone#: 308-gs523
Branch:  Tox i1 - Beviewer: D. McCall-macd 2AiTL

Guideline #: gy-1 ; . Acute oral/rat
MRID 42027905 Study # o -

Code of Federal Regulations 40, §160.12, Statement of Compliance,
subpart (b) was not addressed. DATA GaAP, |

Guideline #: gj.3 | - ~ Asute inhalatjon/rat
MRID 421685-01 Stugy 2 254597 _ b R
- 2 : " [

only) and study should :have been continued until skin returned to
normal or 14 days (which ever is shorter), Therefore, the study is .
unacceptable ang Probably cannot be upgraded. DATA cGap. :

' Guideline #: 8l-6 - M‘“ﬂmﬂ&m
MRID 421685-03 Study ; :

i Based on preliminary assessment of the study, the
study ig tentatively unacceptable for review, Positive controls
‘were not used in study. No signatures were found opn Page 67 of the
submigsion. Study in:ofmation Pertaining to the Code of Federal
Regulations 40, §160.12, Statement ot.Compliance, subpart .(b) was

not addressedq, Study coulq Possibly be upgraded if discrepancies
are resolved. DATA GAP. . ‘ ‘ :
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' Guideline #: 84-24 | | ~ : Mutagenicity/aneg
MRID 420279-07 Stuydy # ' B :

: lon: Based on preliminary assessment of the study, the
study is tentatively unacceptable for review until the following
discrepancy is resolved. a) Study information pertaining to the

Code of Fedaral Regulationsg 40, §160.12, statement of Compliance,
subpart (b) was not addressed. [0ld MRID - 303%38.,) .

Guideline #: g4-2a : | uh:gggnisi;xzssns.un:e;ign
MRID 421685-04  Studv & . ' -

; Based on preliminary assessment of the study, the -
b 4

study is tentativel unacceptable for review until the following
discrepancies‘are resolved, a) Study intormation Pertaining to the
Code of Federal Regulations 40, §160.12, ‘statement of Complian
subpart (b) was not addressed. b) No signature wasg found on Grp
statement Page of the submission, [0ld MRID -~ 30399.)

Guideline #: g4-2p o
=05 Studv $

-

Code of Federal Regulations 40, §160.12, statement o
subpart (b) was hot addressed. {old HRID»-'30401.]-

Guideline §#: 84-2b : t o
=06 Study # -

+ Based: on preliminary-assessmnnt of the study, the

study is tentatively unacceptable for review until the followin

g .
discrepancy is resolved. a) Study information bPertaining to the

Code of Federal Regulations 40, §160.12.58tatement'ot'
subpart (b) was not addressed, [Oola MRID|- 30402.)
, W

Guideline #E B4-2b ‘

MRI 1685-07 Study § | | 1 _ .
] i Based.on preliminary assessment of the study, the
study is tentatively uUhaccéptable for review until the follow

discrepancy is resolved, a) Stuady inforfation pertaining to the
Code of Faderal Regulations 40,.§160.12.,Stat.ment of
subpart (b) was not addressed. [0ld MRID - 30403.]
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Guideline §: 84-2b
I ; 2208 Studv #
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Guideline #: g4-4 - . - Qther genotoxic effects  °
MRID 421685-09 Study # . :
i Based on preliminary assessment of the study, the
study is tentati

vVely unacceptable for review until the followin
discrepancies are

g
Yesolved.  a) Study information pertaining to the
Code of Federal Requlations 40,

subpart (b) was not addressed, b) No signatures were found on GLP-
statement bage of the submission. C) EPA does not usually accept
publisheqd reports, please submit the final study {laboratory)

report. [01d MRID - 57631.) C

Guideline #: g4-4 . I £ Qther genotoxic effects
—49 Study % ; }
i Based on Preliminary assessment of the study, the
study is tentatively

¥ unacceptable for raview until the follawing
discrepancy is resolved. a) Study information pertaining to the

_ ‘ tement of Compliance,
subpart (b) was not addressed. [0ld MRID - 89717.)

Code of Federal Regulations 40, §160.12," sta
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MEMORANDUM
SUBJECT: Irgasan: Review of Chrenic Feeding / Oncogonicity
o _ Study in Ratsg . .
Caswell No. A86A EPA ID Na.‘ 100-502

. EPA Record No. 230991

TO: . J. Kempter / w. e, Francis, PM (32)
- Registration Division (H7505¢)

FROM: Whang Phang, ph.p. - |
' Pharmacologist /ﬁﬁ’f‘ 2/ ‘/f 7
Section II :

HFAS / Toxicology Branch I , ngp (H7s09¢C) ,
' st F Bl AT 7pr11
THROUGH: K. Clark Swentzel, Toxicolegist )4: _
~~ Acting section Head ' : :
- and .
Marcia van Gemert Ph.D. % ‘e
Acting Branch chiét

HFAS / Toxicology Branch 11,/ mep (H7509¢)

The tcgistrant, ciSa-coigy Corp. has éhbmittod a 2-year feeding/
oncogenicity study in rats with Irgasan (Fat 80'023). Thig stugd
hag been reviewed by Dynamac Corp. and approved by Toxicology :

- Branch II., The data svaluation report isg attachad,‘and the con-

clusion is ag follows; ~

- 1). This study is Poorly organized and vritten. It also containg
: - technical errors in clinical chenmistry analyses. In most.
Cases Surmary data are not prepared._ )

2). Gteupa ot-rats_(éO/sex/dose) wérc tédlIrqasaﬁ at.dintary con-

centrations of 0, 300, 1000, ang 3000 ppm for 104 wveeks and
6000 ppm for 52 weeks. %

3). A significant body wqight decraasdﬁwaa seen in 6000 ppm
~  fanales, : . o '

4

. t o & ,
4). Consistent ang statistically signiticant decreases in ery=
.throcyte counts ‘Were seen in 300, ipoo. and 3000 ppm males
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5).

6).

for chronic to
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the measuring pericds of waeks ‘78 and 104.

at . Decreases in
hemoglobin Concentration and hematocrit in treated males ware
‘also present, but thay were not consistent and sometimes

ware not statistically significant. Clotting time in 6000 ppnm
males was consistently increased.

A significant increase in the incidence aof accumulation of
foamy macrophages in pPulmonary alveoli of both treated males
and females was seen at 104 week. :

of non-necplastic
liver changes such as Cytoplasmic inclusions and hepato-
callular hypertrophy was seen in 3¢000 p

( Pm males. An increase
in the incidence of hepatic necrosis wa

S seen in 300, 1000,
and 3000 ppm males relative to the controls.

_ It seened to be
quite odd that clinical Chenistry data dig not show consis-
tent changes in SGPT or SGOT levels while the above effects
on the liver were found in the treated males. In the absence
of the historical control incidenca ot,livcr'nccrosis, the
increasae in the incidence of livot;hcczosts in 300, 1000, ana
3000 ppm malesécould not be dismiagcd. .

Based upon thé increase in the iééidenci.o! livcf necrosis,
the decrease ifA the erythrocyte cdunt, and the increase in
the incidence of accumulation of foamy

macrophages in the
pulmonary alveoli, the LOEL ig established at 300 ppm which -
was the lowestggoncontration tested. At th0~pres¢nt a NOEL

¢ity can not be established.

The study is classified as supplementary because it cone

tains many technical errors, is incomplete, and is pooriy
organized. ¢ -
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Chemical;

PC Code:
HED File Code
Memo Date:
File ID:

Accession N umber:

008482

S-Chl0ro-2-(2,4-dichlorophen0xy)phenol
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